WO 00/23102 

tttt*™ PCT/U599/24442 

WHAT T.q CLAIMKn Tfi 

hl j . A raeth ° d regulating the per^ability of the 

blood braxn barrier comprising administering to a subject a 
co.pos.tion co m prising a nitric oxide synthase-3 regulating 
agent ln a manner by which the nitric oxide synthase-3 
regul atl gent is delivered ±a an effective 

regulate the permeability of the blood brain barrier 
r _ . 2 J ^ meth ° d in accordance with claim 1 for 
reducing the increased permeability of the blood brain 
barker caused by a pathological condition, .herein the 
nxtrxc oxide synthase-3 regulating agent is a nitrL oxide 
synthase 3 inhibitor effective for reducing an increased 
permeability of the blood brain barrier 

a,ent in an effective aLnt tT^at t T 

the blood brain barrier. regulate the permeability of 

reducing the ^ " aCCOrdan <= e "ith claim 4 for 

reducxng the increased permeability of the blood brain 

^"iTc^T W Path ° l09i - 1 "herein the 

nitric oxide synthase-3 regulatincr ^rr«r,t- ■ 

synthase-3 innibitor effective f"r r^ " " = ^ 

Permeability of the kloo^'Z^"* " ±n ™ d 

6. The method in accordance with claim 4 for 
»her ein the aitrio ox . de synthase _ 3 

barrier """""^ the P«me a bility of the blood brain 

7 ' t " eth ° d ±n acc ^dance with claim 6 wherein 

the composition administered further comprises a 
neurotically active therapeutic compound or a diagnostic 
compound for delivery into the central nervous systeT 
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following an increase in the permeability of the blood brain 
barrier as effected by the nitric oxide synthase-3 activator 
or nitric oxide donor. 

8. The method in accordance with claim 6, wherein 
the administering step contemporaneously administers a second 
composition comprising a neurologically active therapeutic 
compound or diagnostic compound for delivery into the central 
nervous system following an increase in the permeability of 
the blood brain barrier as effected by the nitric oxide 
synthase-3 activator or nitric oxide donor. 

9. The method in accordance with claim 1, wherein 
the administering step administers to a subject a composition 
comprising a nitric oxide synthase-3 regulating agent 
associated with a targeting molecule specific for cells 
forming the blood brain barrier in an effective amount to 
regulate the permeability of the blood brain barrier. 

10. The method in accordance with claim 9, wherein 
the targeting molecule is a ligand or an antibody molecule. 

11. The method in accordance with claim 9, wherein 
the cells to which the targeting molecule is specific are 
brain microvascular endothelial cells. 

12 - The method in accordance with claim 9, wherein 
the administering step is systemic administration to a 
subject . 

13. The method in accordance with claim 9 for 
increasing the permeability of the blood brain barrier 
wherein the nitric oxide synthase-3 regulating agent is a 
nitric oxide synthase-3 activator or nitric oxide donor 
effective for increasing the permeability of the blood brain 
barrier . 

14. The method in accordance with claim 13 
wherein the nitric oxide synthase-3 regulating agent is in ' 
association with both a targeting molecule and a 
neurologically active therapeutic compound for delivery into 
the central nervous system following an increase in the 
permeability of the blood brain barrier. 
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15. The method in accordance with claim 13 
wherein the nitric oxide synthase-3 regulating agent is in 
assocxat.on wxth both a targeting molecule and a diagnostic 
compound for delivery into the central nervous systel 
f ollo W1 ng an increase in the per m eahility of the blood brain 
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